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Please cancel claims with ui prejudice and new claims ^as follows: 

--45. A method of preparing a pharmaceutical composition or therapeutic vaccine, said 
method comprising the steps of: 

(a) providing a plurality of hepatocellular carcinoma cells, lymphoma cells, colon 
carcinoma cells or gastric cancer cells; 

(b) treating said hepatocellular carcinoma cells, lymphoma cells, colon carcinoma cells 
or gastric cancer cells to increase xhe levels of CD28. 4-lBB, or CTLA-4 moleculesjii said cfells; 

(c) providing a plurality of a bispecific mo noclonal antibodie s comprising raeor more^ 



binciiM sites Tor one or more CD28, 4- IBB or CTLA-4 molecules on the surface of T cells in a 
patient mammal and^one or more binding sites for gp55. gp95, gpll 5 or gp210 antigens; 

(d) attaching said bispecific monoclonal antibodies to said cells; and 

(e) thereafter collecting a phairaaceutically effective amount of said cells with said 
bispecific monoclonal antibodies anached thereto; wherein said steps (c) and (d) are performed 
either before or after said step (b). 

46, The method of claim 45, wherein said one or more hepatocellular carcinoma cells, 
lymphoma cells, colon carcinoma cells or gasnic cancer cells comp rise one or irito re^ 

^Clk?R?toceUjijlar carcino ma ce Us,^,^^ 

47. The method of claim 45, wherein said one or more hepatocellular carcinoma cells, 
lymphoma cells, colon carcinoma cells or gastric cancer cells comprise'one or more lymphoma 
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48. The method of claim 45, wherein said one or more hepatocellular carcinoma cells, 
lymphoma cells, colon carcinoma cells or gastric cancer cells comprise one or mo^colon^ 
carcmOTiacells. ) 

(j2^T497' The method of claim 45, wherein said one or more hepatocellular carcinoma cells, 
lymphoma cells, colon carcinoma cells or gastric cancer cells comprise one-^or more gastric 
-'cancer cells. 

50. The meiboci of claim 45, wherein said one or more CD2S, 4-lBB or CTLA-4 
molecules comprise one or more CD28 molecules, 

51. The method of claim 45, wherein said one or more CD28, 4-lBB or CTLA-4 
molecule comprise one or more 4-iBB molecules. 

52. The method of claim 45, wherein said one or more CD28, 4-lBB or CTLA-4 
molecule comprise one or more CTLA-4 molecules. 

53. The meihod of claim 45 , wherein said paiiem mammal is a human. 

54. The method of claim 45, wherein the one or more hepatocellular carcinoma cells, 
lymphoma cells, colon carcinoma cells or gastric cancer cells are treated wiiyPI^^ 

55. The meihod of claim 45, wherein the one or more hepatocellular carcinoma cells, 
lymphoma cells, colon carcinoma cells or gastric cancer cells are treated with TNF-o^ 

56. The meihod of claim 45, wherein the one or more hepatocellular carcinoma cells, 
lymphoma cells, colon carcinoma cells or gastric cancer cells are treated with IFN- y ^ndTgja. 

57. The method of claim 45, wherein said T cells are CD3+CD8i-CD25-h T cells. 

58. The method of claim 45, wherein said antibodies comprise two or more antigen 
binding sites for oneor more gp55, gp95, gpl 15, or gp2l0 antigens on the surface of said one or 
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more hepatoceUular carcinoma cells, lymphoma cells colon carcinoma ceUs or gastric cancer 
cells. 

59. The method of claim 45, wherein said antibodies comprise rwo or more binding 
sires for said one or' more CD28, 4-lBB or CTLA-4 molecules on the surface of T cells in said 
patient manunal. 

60. The method of claim 45, wherein said hepatocellular carcinoma cells, lymphoma 
cells, colon carcinoma cells or gastric cancer cells are treated with 10-100 U of WN-y and 10- 
lOOUofTNF-a. 

61. The method of claim 45, wherein said hepatocellular carcinoma cells, lymphoma 
cells, colon carcinoma cells or gastric cancer cells are treated with 100 U of IFN-y and 50 U of 
TNF-a. 

62. The method of claim 46, where said hepatocellular carcinoma cells are hepa 1-6 

cells. 

63 . The method of claim 47, wherein said lymphoma cells are EL-4 cells. 

64. The method of claim 48, wherein said colon carcinoma cells are SMCC-1 cells. 

65. The method of claim 45, wherein said one or more gp55, gp95, gpl 15, or gp210 
antigens comprise gp55 antigens. 

66. The method of claim 45, wherein said one or more gp55. gp95, gpl 15, or gp210 
antigens comprise gp95 antigens. 

67. The method of claim 45, wherein said one or more gpSS. gp95. gpll5, or gp210 
antigens comprise gpl IS antigens. 

68. The method of claim 45, wherein said one or more gp55, gp95, gpl 15. or gp2l0 
antigens comprise gp210 antigens. 
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69. The method of claim 45, wherein said collecting in step (e) comprises ihe step of 
removing said bispecific monocl nal antibodies not anached to said cells. 

70. An immunogenic composition, comprising: 

a phannaceutically effective amount of one or more isolated autologous hepatocellular 
carcinoma cells, lymphoma cells, colon carcinoma cells or gastric cancer cells which express one 
or more CD28, 4-lBB, or CTLA-4 molecules at a level higher than in said cells in a patient 
mammal; and 

a pbaimaceutically effective amount of one or more bispecific monoclonal antibodies 
comprising one or more binding sites for oiie or more CD28, 4-lBB or CTLA-4 molecules on 
the surface of T cells in a patient mammal, and one or more binding sites for said gp55, gp95, 
gpll5, or gp210 antigens, wherein said bispecific monoclonal antibodies are attached to saxd 
cells, and wherein said composition is substantially firee of bispecific monoclonal antibodies not 
attached to said cells. 

71. The composition of claim 70. wherein said composition is;|^2|^|e^ 

72. The composition of claim 70, wherein said composition jVenriche^^^p l\ 

73 . The composition of claim 70, wherein saidxomposition is purified. 

74. The composition of claim 70, wherein said one or more hepatocellular carcinoma 
cells, lymphoma cells, colon carcinoma cells or gastric cancer cells comprise one or more 
hepatocellular carcinoma cells. 

75. The composirion of claim 70, wherein said one or more hepatocellular carcinoma 
cells, lymphoma cells, colon carcinoma cells or gastric cancer cells comprise one or more 
lymphoma cells. 
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76. The coraposiiion of claim 70, wherein said one or more bepaiocellolar carcinoma 
cells, lymphoma cells, colon carcinoma cells or gastric cancer cells comprise one or more colon 
carcinoma cells. 

77. The composition of claim 70, wherein said one or more hepatocellular carcinoma 
cells, lymphoma cells, colon carcinoma ceUs or gastric cancer cells comprise one or more gastric 
cancer cells. 

78. The composition of claim 70, wherein said one or more CD28, 4- IBB or CTLA-4 
molecules comprise one or more CD28 molecules. 

79. The composition of claim 70, wherein said one or more CD28, 4-lBB or CTLA-4 
molecule comprise one or more 4-lBB molecules. 

80. The composition of claim 70, wherein said one or more CD28, 4-lBB or CTLA-4 
molecule comprise one or more CTLA-4 molecules. 

8 1 . The composition of claim 70, wherein said patient manamal is a human. 

82. The composirion of claim 70, wherein the one or more hepatocellular carcinoma, 
lymphoma, colon carcinoma cells or gastric cancer cells are treated with IFN-y. 

83. The composition of claim 70, wherein the one or more hepatocellular carcinoma 
cells, lymphoma cells, colon carcinoma cells or gastric cancer cells are treated with TNF-a. 

84. The composition of claim 70, wherein the one or more hepatocellular carcinoma 
cells, lymphoma cells, colon carcinoma cells or gasmc cancer cells are treated with IFN-y and 
TNF-a. 

85. The composition of claim 70, wherein said T ceUs are CD3'K:D8-K:D25+ T cells. 

86. The composition of claim 70, fiiriher comprising a phaimaceutically acceptable 
carrier or excipiem. 

6 

570227vl 



-Z001 04:07PM FROM- 



T-Z3D P.0Z2/DZ8 F-B3D 



87. The composition of claim 70, wherein said antibodies comprise two or more 
antigen binding sires for one or more gp55, gp95, gpll5. or gp210 antigens on the surface of said 
one or more hepatocellular carcinoma cells, colon carcinoma cells or gastric cancer cells. 

88. The composition of claim 70, wherein said antibodies comprise two or more 
binding sites for said one or more CD28. 4-lBB or CTLA-4 molecules on the surface of T cells 

in said patient mammal- 

89. The composition of claim 70, wherein said composition comprises two or more 
antibodies comprising one or more antigen binding sites for one or more gp55, gp95, gpl 15, or 
gp210 antigens on the surface of said one or more hepatocellular carcinoma cells, lymphoma 
cells, colon carcinoma cells or gastric cancer cells. 

90. The composition of claim 70, wherein said composition comprises two or more 
antibodies each comprising a binding site for a different one of said CD28, 4-lBB or CTLA-4 
molecules. 

91. The composition of claim 70, wherein said composition comprises two or more 
antibodies each attached to a different antigen. 

92. The composition of claim 70, fiirther comprising a pharmaceutically effective 

amount of IFN-y, TNF-a, or both. 

93. The composition of claim 70, wherein said hepatocellular carcinoma cells, 
lymphoma, colon carcinoma cells or gastric cancer cells are treated with 10-100 U of IFN-y and 
10-100 U of TNF-a. 

94. The composition of claim 70, wherein said hepatocellular carcinoma cells, 
lymphoma, colon carcinoma cells or gastric cancer cells are treated with 100 U of IFN-7 and 50 
U of TNF-a. 
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95. The composition of claim 74, where said hepatocellular carcinoma cells are hepa 
1-6 cells. 

96. The composition of claim 75, wherein said lymphoma cells are EL-4 cells. 

97. The composition of claim 76, wherein said colon carcinoma cells are SMCC-1 

cells. 

98. The composition of claim 70, wherein said one or more gpSS, gp95, gpllS, or 
gp210 antigens comprise gp55 antigens. 

99. The composition of claim 70, wherein said one or more gp55, gp95, gpU5, or 
gp2 1 0 antigens comprise gp95 antigens. 

100. The composition of claim 70, wherein said one or more gp55, gp95, gpl'15, or 
gp2 1 0 antigens comprise gpU 5 antigens. 

101. The composition of claim 70, wherein said one or more gp55, gp95, gpU5, or 
gp2l0 antigens comprise gp210 antigens. 

1 02. The composition of claim 70, wherein said one or more hepatocellular carcinoma 
cells, lymphoma cells, colon carcinoma cells or gasmc cancer ceUs express said one or more 
CD28, 4-lBB or CTLA-4 molecules at a level50%i higher than the amount that said one or pore 
CD28, 4-lBB or CTLA-4 molecules are expressed ftom hepatocellular carcinoma cells, 
lymphoma cells, colon carcinoma cells or gastric cancer ceUs.in a pariemmai^ 

103. The composition of claim 70. wherein said hepatocellular carcinoma cells, 
lymphoma cells, colon carcinoma cells or gastric cancer cells expresses said one or more CD28, 
4-lBB or CTLA-4 molecules at a level 2 fold highe r than the amount that said one or more 

^ — 7 

CD28, 4-lBB or CTLA-4 molecules are expressed hepatocellular carcinoma cells, lymphoma 
cells, colon carcinoma cells or gastric cancer cells in a patient mammal. 
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104. The composition of claim 70. wherein said hepatocellular carcinoma cells, 
lymphoma cells, colon carcinoma cells or gastric cancer ceUs expresses said one or more CD28, 
4.1BB or CTLA-4 molecules at a level ^lO fold highgj han the amount that said one or more 
CD28, 4-lBB or CTLA-4 molecules are expressed from hepatocellular carcinoma cells, 
lymphoma cells, colon carcinoma cells or gastric cancer cells in a patient mammal. 

105. The composition of claim 70, wherein substantially all of said antibodies are 
attached to said hepatocellular carcinoma ceUs, lymphoma cells, colon carcinoma cells or gastric 
cancer cells. 

1 06. The composition of claim 70, wherein over 80% of said antibodies are attached to 
said hepatocellular carcinoma cells, lymphoma cells, colon carcinoma cells or gastric cancer 
cells. 

1 07. The composition of claim 70, wherein over 90% of said antibodies are attached to 
said hepatocellular carcinoma cells, lymphoma cells, colon carcinoma cells or gastric cancer 
cells. 

108. The composition of claim 70, wherein over 95% of said antibodies are anached to 
said hepatocellular carcinoma cells, lymphoma cells, colon carcinoma cells or gastric cancer 
cells. 

1 09. The composition of claim 70, wherein the composition is substantially free of said 
antibodies that are not bound to said hepatocellular carcinoma cells, lymphoma cells, colon 
carcinoma cells or gastric cancer cells. 

110. The composition of claim 70, wherein a phaimaceurically effective amount of 
said antibodies are bound to said hepatocellular carcinoma cells, lymphoma cells, colon 
carcinoma cells or gastric cancer cells.--. 
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